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Abstract (Basic) : JP 3130299 A 

Peptide cpd. and its salts of formula (I) : is claimed. 
A-Leu-D-Trp (R' ) -D-Glu (0R2) -Ala (I) where A- D-Val or D-allo-Ile; Rl = H 
or amino protected radical; R2 = H or carboxyl protected radical 
Culture of WS 7333 - producing bacteria belonging to Streptomyces sp. 
No. 7338, registered as No. 2550, and separation of WS 7333 substance, 
or cyclization of cpd. of formula (II), 

H-A-Leu-D-Trp(R'a)-D-Glu(0R2a) -Ala-OH (II) or reactive deriv. of amino 
radical and/or carboxyl radical, or their salts, with optional 
elimination reaction of amino protected or/and carboxyl protected 
radical. In (11) A = D-Val or D-Allo-Ile; Rla = amino protected 
radical; R2a = carboxyl protected radical. 

USE/ADVANTAGE - Endothelin antagonist contg. the peptide cpd. and 
its salts. (Provisional Basic previously advised in week 9128) (15pp 
Dwg.No. 0/0) 

Title Terms: NEW; PEPTIDE; PREPARATION; CULTURE; STREPTOMYCES; SPECIES; 

ANTAGONIST 
Derwent Class: B04; D16 

International Patent Class (Additional): A61K-037/24; C07K-001/02; 

C07K-007/64; C12N-001/20; C12P-021/04; C12R-001/46 
File Segment: CPI 

Manual Codes (CPI/A-N) : B04-C01A; B12-G01; D05-C11 

Chemical Fragment Codes (Ml): 

*01* D011.D013 D601 HI HlOO H181 H211 JO JOll J012 Jl J171 J172 J371 M210 
M211 M212 M213 M214 M215 M216 M220 M221 M222 M231 M232 M233 M262 
M280 M281 M312 M313 M314 M315 M321 M332 M333 M340 M342 M343 M349 
M371 M381 M391 M423 M510 M511 M520 M530 M540 M620 M630 M640 M650 
M710 M903 M904 P617 Q233 V911 V923 V925 9133-14001-N 

Generic Compound Numbers: 9133-14001-N 
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0^ «r 

1. ^ : 

[- A - Leu - D - Trp(R')- D-Clu(OR')- Ala-] ( I ) 
i^fp. A(±D- ValSi A:{±D- alio- ICe®, 

3. R'*>J;C'fR";6<7jc;RI^/FT*-Sm*JS 1 t 
/cU 2 tcSe«<D{fc^i^, 

4. X K 1/ y h i -fe X1S(C® t ^ W S 7338^® 

W S 7338«jH*^«. KfiJf^^C i/r%^,fj:^WS 
7338^KcD»ia^o 



5. ^ : 

H-A-Leu-D-Trp(R'a)-D-GIu(OR«a)-AIa-OH CO) 
(3:*. AJiD- ValSt /-ctiD- Alio- IfieS. 

p A -Leu-D-Trp(R')-D-Glu(OR')- AU"| ( I ) 
C3;43x AIi±aSi|^-jS«fe. RMi;Jc;R^^t 

6. ^ : 

p A -Leu-D-Trp(R')-D-Clu(QR')-Ala-[ ( I ) 
(^41, AltD-ValS^ /it±0-allo- ICe«. 



R'ujk^.mTt tzar i y ^mm. RutAimm 

7. ;^hUrhi-trX (Streptonyces) sp. No. 
7338 (8lEX0F^^m 255O^) O^^^^^Pl^i^^ 

3 . ^moi^mt^sstm 
( ^ ) mm±<ofi\mii^w 

p A -Leu-D-Trp(R')-D-GluCOR*)- Ala-) ( I ) 
(3:43.'AtiD-ValSt/iaD-aMo - IfieS^ 

n >5 o - 

H-A-Leu-D-Trp(R'a)-D-Clu(OR'a)-AIa-OH C 0 ) 
tSS. R'a(i*;l/:K4^->fi^iJSS>fr^.i*-r'S) 
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X ® t CIS S @ O t& S ^ /r^ 4, W S 7 3 3 8 !^ ® <b S ft 
IS-r 5 ltfj^;!f\^» W S 7338tlK*-5^8l> ^ 

Z ti)-Ci>U^WS 7 338'g5ir^??s::^^*fli^-*-^, 

<£i>. W S 7338ie!|? (i. C ^ ^3 tf . 
f=ttt t»n/iC|ft:-e. W S 7338A^U t W S 7338B 
f9 ^» o 

[ i^H tc J: ^ W S 7 338^!^ CD ] 

w s 7 338^su. ^m^X' :^ h u y h i 

frtcFERM BP-2250 i: LT 1989^8H llBlc^it $ 

c o^a^tow s 7338^^® ^(±, ±sa 

X h 1/ r h i ■bX 7338®^U. ^<0f^^B^6fi). 
-■/CO:^^ (Stirl ing. E.B and P. Gottlieb: 



Methods for characterization of St reptoiayces 
species. International Journal of S/stenatic 
Bacteriologr. ii- 313-340. 1966) ^ffil^fco 

TU^S^ffi^WLs 0.5-0.7x1.0-1.3^11©:^^ 

(ii )i§«±Ol^ft 

-ycOi^^ZJtCf^-^X^VcD:^^ C laksoan.S. 
A. : The act i norajrcetes Vol.2 : Classification, 
idend i f teat ion and description of senera and 
species : The filUaas and filkins Co., 6al- 
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tinore. 1961) II ^ L tco 

— y Y 'f V ^ 3f-y ( Kornerup 

A. and J.H. lanscher : Uelhuen Handbook of 

colour, Helhuen. London. 1978 ) K'^->fz^ t 

(laTif^S). 



^la 7388a^O^»±CO!»#{t 
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G : 4^^^ 


A :a>fi, (B2) 


R (8F3) 


S : ^mfe 
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R C3A3) 





^^i^^t^. iSa«®fe{±»Sx + x. ^^x4^ 
pHicjSJftTs o.oSNJSKcOsS/niic A 0 ^ 

fe (C fil ^ ft L . 0 . 05 N tK IK ft :^ h y 0 O 
(iii)^8^ll£ 

«3Kia(05^^^^ ^ (Becker. B. . 
H . P. Lecheval i er.: R.E.Gordon and 
H. A. Lecheval i er : Rapid differentiation 
betveen Norcadia and Stereptoayces by paper 
chroaatography of vhole-cetl hydrolysates : 
Microbiol . . 1^,4 21.-4 23. 1964 ) S Oj D £0 

1083- 



(Yanaguchi. T. : Caoparison of the cell 
vail coaposition of norphological ly distinct 
actinoaycetes : i.Bacteriol . . 89^. 444-4 53 . 1 
965 ) iz^onU^ ho 

^ (Pridhao. T,G. and D. Gottlieb: 
The utilization of carbon coopounds by some 
Ac t i nooycetal es as and aid for species 
detemi nat ion : J. Bacteriol. 56_ : 107'-'114, 
1948 ) izX OaiiL/Co 

±B<o ^ r> u^m^±o\!kmcm^^'r . 7338 

fe^c0lil*t?*-S<bar:i^)n5o S^oT. CCDS 
ft-frx h UT' h 5 •fe;^sp. ?Io,7338ii^ #S L 

W S 7338^^®^^-. fsIft&OiftJSi^ 

■eigft ttf*^igft5f ) -ctrnc 

9 C i: >i< -e $ -5 o 
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D-7;i/^^ h-x 




L - 7 A / - X 
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l^s mit-f- h ^) 0 I. h L < UiJ 'J 0 ^ 0 it-^ 
h'}Ol.{>L<iti}')OJ^. -7 ^ i^. 'y ^ ^ 

WS 7338^feffO:^S^^(Cii, flfeO^il^WTS 



9 d <t r- ^ ^ e 

KfflEi±> ii^ft^r or. ftfiL<ii 

2 O'C. 0-2 0 06#P^T?T^n^ 

S7338A^Jf^-<tCfWS7338B^H^^O^(I ) 

> oust fiSi^ioici^t c tic x-^x^HZ-^^ 

H-A-Leu-D-Trp(R'a)-D-GluCOR'a)-AU-OH (0) 
i 

p A - Leu - D-Trp(R')- D-Glu(OR')- Ala-] ( I ) 

K(ti9t<o>^^-c^ffl $ n;5^fflcDr ^ y iSlCJ^^•r 
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C iO^B^tcS£x(dr. W S 7338^8ti-lift(caia 
t Ai^ftift^O^^uatb * *t^„ e&oTWS 7338^ 

S 7338^?l^^6^^^^ia^fcOffi«S, 
ME^^c0Sfeafcf:f ^ n^o C tlU J: 0 W S 7338 

Jtt/i^H. W S 7338 A^irtifllj5E3:( I 
rAii<D-VaK R ' i R *;&<ft tC;)c;ft^Tx WS733 
8B ^ff tiBJj2Ea:C I )ic or A ;&<D-allo-I2e. 
R R j^(C7|c*i^Tr * ^ (t^^r-^^ C <b 

7 X - ;u S , fifij ^ I - > K 4^ •> * ;l/ .-K - ;l/ - 1 - 

;Kr - ;!/ S , ^ 2 - b K o ^ •> K > V -r > 
^(Ot 7A'+'Jx>S, 
;i If h y > ^ ;i/ •> 'J ;b S ^ CO h V ( i£ » ) 7 ;u + 

;r ^;u.^cD{£a^r A/ A y 6?*! ;t if > •> ;i/ . 

A/:K-A/S. fl^iJ^tf'O '/-< A/, h A/;t Y /l^^co 
ro-TA/g. P*Jx. K > ^ > 7. A/Ttt- h > 

R'^JiCfR'aO^A/.-K^i/eftiSS^Lra. 



A^^Or *) - A^S. 7A^i3')^m. *> U 4/ S ^ 

/u > y A/ ) r -tr I* r i K , e X ( h 'J > ^ -rt/ •> ' j 
Lrti, e^^NoY >fl:^. S?^;lc^. Sftftri 

'j :^ X 7 * - K : >r V ^. O e A/ :t? V X 7 X - 

h ; if ^ > mit V > ; ^i^it > : ^ ^ ^ A^ o 

v K : + -y- y o 'j K ; m; 7 X - ;l/ X 7 ^ 

;C Y^V ^-t •/ Ai^ : 2 - x^ 4/ - 5- ((D - X 
;l/ * 7 * - 4/ ) V + •^^ •/ V A t K o + *>. K 5> 
^•F^Ji;l- (p-^'Da^>-tf>X4/:tt-rt/^ 
+ •>) -6-^oo-lH-'<>'/K'Jr*/-^;l 
- t K o + > '/ h V r '/ - ;l/ : S, X- > 

»i>5t:A/x^>r-\'-ttis^?A<^(f^>n5o 

^^y. J^9J-A^. x^ry-yt/. roi<^J~A^. 
r^Y^y')A^. S.X- •:^x^;i/+ 

AT? h\ 4->^;i/-2-^>^'y>. rh7t 



?IRa¥3-130299 (6) 
n o ^ 15 SI ^ (* a ffl f 1^ f fc ^ S SI I ; 

\^tL\^^^mtLX\t, * 4/ .-K Y i K t h 

.-K -< i K . X- •> ^ D ^ 4^ •> ;i/ - H' - t ^ y 
y X ^ ;i/ * ;u •< i K. N - •> o ^ + i/ ;u - 

(4->'xf-;uTiy'>i^o'\4'i/;l/) 
rK-y^i K. N-x^;u-K'- C3--:;/^;uri 

: t,r - a A^^> 'J i if ~ A^. H.N' - ;Ujtfx 
;Ufcrx(2->f^/l/-<5 5^'/->n.) : ^7-> ^ i 

iro^+>;u-ri>^) ;xh + i/r-fe^i^V: 

4^ L r ?f -5 c i -So 

-^-jSEiS^s f>Jffl 1- 5 ^ ic «fc o r ?T^i 9 C <!: 

, W ;l if :^ h 0 A , i) ^) O J.^<0 7 A^iJ 'J ^ 
t^j A. ^ / •> 0 A , :^ A/ •/ 0 A r /l/ ^ 'J 

^x.tih';y^;uri>. h»jx 



'JTif}:^ > a [4.3.0] y >-5-x>, I 
i^7^^ y ^ a [2,2.2] :t C7 1.8--:^ 
C5.4.0] O>rX-7-x>^^0J: 

tfa^iSEt Lrt±. ^J;l{^4^®. &f&t. rot' 

^ a (? * <t 1,1 7$ «S 7? 4i n * CD ftfe O 
* ;& « 

a '< y - ;!/ , S . K' - y ^ ;b ;b A r i K £D <t 9 

a ^ n ^» (0 s ^ r- ? f n ^ . 
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/UxVX/Urt: Ig ® , i4 ft :^ ;K ®? ^ fiS 

'N-^v'OAf;, i^{t/<7>'0A, /<7':^0A-fj^ 
3 o Y 7 -V z., *<v'j^u-m^f<^) 

- j:: V y A/^©x V y 0*J;i(f iS7C3/</l/ 

7 * - n /<;t/ h n /<;t/ hfiijaS, 0tJit(fiS 

T- ff 4^ n i o 

T;i/4^;i/xxf-;i/£0tS£Sf(c|t?^t 
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J: i»o 

Xf-;!/. 2.2.2-h'Ji'oax^;l/XXr-;i/^?co 
o r ;i/ + ;Pxxf-;i/. x. (f ^ > ;i/ 

xxr;u^©r/l/ r^l^^^A^xXx^/^cD 



^ ® fcSE CO I? ffi T c lb* ( t ^ ^? ffl CO Jte «i iS 7c < o 



8oc-Ala-0Pac 

OBzl 
I 

Boc-D-Glu-OH 

For 

I 

Boc-O-Trp-OH 

Boc-Leu-OH 

Boc-D-allo-lfie-OH 



CD 



For OBzI 

I I . 

Boc -0-al lo-ICe-Leu-D-Trp-D-Clu-A la-OPac 



For OBzl 
I I 

Boc-D-al lo-ltfe-Leu-D-Trp-O-Glu-Ala-OH 



I® 



For OBzl 
I I 

HCI'H-D-Al !o-lfie-Leu-D-Trp-D-GIu-Ala-OH 



l^'PBoc{tm S Wt-/ h ^ i/ A^^^/U&. ForJi 
*;UiA/S, BziUO A^m. Pac(± 7 X :^ *> A/ 



se^ l^Siic t r ?f 9 c i ^ ffi^ 
^oihmsEm^^ii^tmmt^Lxrfu 0 z tii<x 

a^-. sec I )Ofb^^<0JKS^iS^i£:(±, -jifttc 

V>TttB3 L A;&<0-VaU. R ' a i: R» a 

-1088- 



mourns t Lxu. 7 ji^ij c^^'^i-^ 

K ( X . :^ h »; A > h + -> K . :^ h 'J O A 
xh + -/K. :^ V 3 h + *> K^) ^/><^ 

ti iUPAC-IUB (^{ti^i^g&^a^) UJ;^[JS^ 

Boc : m 3 ® y h 4^ •> * ;U ;if - 4/ 
Bzl : K > ;u 

HOBt : N t K o 4- K > •/ h 'j r V* - ;t/ 
Pac : 7 X ^ •> ;!/ ( ©-COCH, -) 
For : :^ * /b 

irsco : 1 - X ^ - 3- c 3 - ;i/ r 5 y r 

7 ^ X :» CSOOafi) S>er (c^A 120r "Z? 3 0 5> 

^mi^^Ltc:^ h urn i -i: XUZSm^CFE^ 
BP-2500 ) ir^i^i^iz { 6 ^ i: -f o S L . (site 
SiSS ( 220rpo. S.lcaXS) . 3 0^^38 
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z of^B^o^ci ')(o it (0 mm it. 

^cfe. riy®. ^r^K. ^^s^s. ^^^^ 

> + -asp 

30r-e3B^. iS^Sl60fi/5>. lE*?» 200rpB. 
m^^^ a -7 Y y y y ^ ^ (HPLC)(ai655fi)tC<k 0 
X 7 -f r - (Lichrosphere) R P - I 8 (> ;U 

i LT 5 fflM-lr^ A/ h ^) ^ 7 y ^ ^ ^ U a i 

( p H7.0) CDS^^^rffl t^/i, l.Oafi/^(D«£ii 
W S 7338A<B!lH i WS 7338BtlUco»^^B^P^ 
U&a.g^^i l2.4^T45'o ( UV230ria-et^ai ) o 



St. 6 0 ^Kttf^ L fco ffl^«:©f6£il?«(3 0 O 

0 2-e*&|?L/-io ^-OT&fft*, saiK^so 

(32) (cat. tKI 5fi-eiSfe^'*. 
I 0 «-C?gaJ L ?SHitt^ 6 N^S^-C P H7.0(c, 

«^i*ETr'fifiIL, mtiJ^ ( 2 9) Aio - 
(LiChroprep)RP-l8, 40-63;fffl. rtiaSJi*. S*3l0««. 

?§ttl*n-5?Sa@^(g5>A) I gUWS 7 3388 A ^ 
K^^^L. ^©?§&®5>(l^>B)t±W S 7338B 
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^H^^^L/io A I fi^^^O X X50I 

(H-2) * A, t>"eSP-207 ^ 7 A (50«fi) 

iiaSti:. ;}c500 jrC-Cifc^'^. 8051$ ^ ^ J - 
2 0 0 -fi-C/gai L /-wo 7§&@^^j^ETTift® 

W S 7338A!e!lK 6 2 fi fe © $6 5^ <t t t f# « 
2 fi^^^Ox V ^501:^7 7 A (H*fi. 

WS7338 B^K ( 9 2 ay) 4-6fe©*gt^^<!:Lr 
(f /i . 

W S 7338©lff CO^^fb^WteS : 
( i )W S 7a38A<^|f : 

: C10H4.N.OT 
TcJR^&f : C a6H*,N.O T. HtOiLr 

SJ^ffi ; C ,58.43 ; H .7.19 : N ,13.63 ) 
la : C-. 58.83 ; H .7.13 ; N . 13.33 ( % ) 

FAB-MS fl/z 62l(M^^Ma)' 
HRPAB-MS n/z $21.3027 



C safe fit : 621 . 3013CC ,oH *.N,0 T + N a )3 

B 0 nm^^^, ir£S^^r y 'i' ASIC, x - ;u t; v 
rtpt.S 5^ovh/^7^-(TLC) : 











7yt-r7)c?$tt (12:4:1) 


0.21 


RP-18" 


7tHM/*:5alltffrMi/ffr 
mzftk 7o;K 

(pH7.0)(45:55) 


0.34 



* i/ y ^rn^r u- h : ^--tf ;uy;u60P,,*(> 4. a:©) 
**ja!taTLcffl>'j*y;i/yix-h : rp-i8? f..*s 

;b^^M:5!i) 

UVXoax (MeOH) no ( £ ) :. 280(5. 700) . 289(4.800) 
UVAoax (MeOH+HCl) nfli:280. 289 
UVXmax (XeOH+NaOH) nm : 280. 289 
IRXcaax (KBr) : 3270. 2950. 1700. 1650, 1635. 1 540. 

• 1440. 1380, 1340. 1220. 1170, 1150. 
1090. lOOOco'' 
'HNllR(DMSO-d.. 4fl01jflz) d : 10. 80(IH. br.d , J = 2Hz) . 
8.76(lH.d. J=8Hz). 8. 70(lH.d, J^SHz) , 8. 54(IH,d. i=7Hz) . 
7.53(lH.d. J = 8Hz). 7 . 5l(lH. d. J = 8Hz) . 7. 40(lii.d. J = 7Hz) . 
7.32(lH.d. J=8Hz). 7 . l2(lH.d. J = 2Hz) . 7.04(lH.!i). 6.96 
(la.a). 4.45(lH.o). 4. 21-4 . 23(2H.ffl) . 4 . 16-4 . 09(2H. o) . 
3.26(lH.dd.i = 14H2.3Hz). 2. 92(lH.dd. JM4Hz. l2Rz) . 2.15 
(2H.«). 1.87(2H.a). 1.78(lH.ffl). 1 . 24-1, 18(2H.o) . 1.13 
(3H.d, J = 7Hz). 1.02(1H.«). 0 . 83(3H. d: J = 7Hz) . 0.8K3B.d, 
J=7Hz). 0.74(3H.d. J=6.5Hz). 0. 83(3H.d. J=6. 5Hz) . 

'*HMR(DMSO-d,.100MHz) 6 : 174. 0(s). 172. 0(s). 171.9 
(s), 171. 6(s). 170. 4(s). 136. 3(s). 127.1(8). 123.8(d). 
-1090- . 



120.9(d). 118.4(d). U8.2(d). III. 4(d). 
110.7(8). 57.4(d). 55. 3(d). 52.4(d). 52.2(d). 47.4(d). 
38.8(t). 30.9(d). 30.3(1). 27.4(t). 27.0(1). 24.0(d). 
22.4(q). 22.2(q). I9.2(q). 18.3(q). 14.5(q). 

r 5 y : 

WS 7338A(1 X9) -£-ltW43. 0.2% 3-(2-r i V X ^ ;U ) 

-r > h'-A/^no 4N>^y;^/i/:t:>© (0.4*0 "ciisr, 

7 i ^ &t^^(Om^ 

GIu(l). Ala(l). Val(l). Leu(l). Trp(l). 
(ii)WS 7338B^S : 

^=F^ : C,,H**N.O, 

7C*5>W : C,,H*«N,Ot* I/2H»0itr 
ai^fil : C. 59.89 : H. 7.30 ; N. 13.52 (») 
3IS5fil : C .60.13 : H.7.14 ; N.12.47 (^) 

^^a : 

FAB-MS ffl/z 635 (M + N a ) • 
HRFAB-HS ffl/z 635. 3167 ( M +.N a ) * 



?$Ba¥3-i302nn(ii) 

[SJftOa : 635. 3169 (C,iH44N.0T+Na) ] 

;Jc. > y -^tcJ8?$ 

»/a5'OTrh/77-<-(TLC): 







R f (i 




Jy^'JTiif&m (12:4:1) 


0.21 


RP-18** 


7tf;M^*:5Biltf* 

(pH7.0)(45::55) 


0.30 



★ •✓y/^^rvuru-h :4---tfA^y;b60F..4(/ 

**ifitaTLCffii/';y;y>rt/:/i/-h :rp-i8i 

P.«*S (> ;l/ ^ ttSSI) 

UVAnax (MeOH) na ( e ) : 280(5. 700). 289 
(4.700) 

UVAmax (MeOH+HCI) no : 280. 289 
UVA.(iax (lleOH+ NaOH) no : 280. 289 
IRA.aax (KBr):3270. 2950. 1700, 1650. 1635, 
1540. 1440. 1380. 1340. 1220. 
U70. 1 150. 1090 . lOOOcffl-' 
'HN)IR(DMSO-d.. 4 0011Hz) 5 : 10 . 79(lH. br. d. 
J=2H2). 8. 77(lfl.d. J = 8H2). 8. 74(lH.d. J = 8Hz) 
8.59(lH.d. J=7Hz). 7.52ClH.d, J=8Hz). 7.50(IH. 
d.J = 7Hz). 7.45(lH.d. J = 9H2). 7 . 3 1 (IH. d, J =8Hz) . 
7.l2(lH.d. J = 2H2). 7.p5(lH,ffl). 6.96(lB.ii). 
4.46(1H.b). 4.32-4. 24(3H.o). 4.07(lH.«). 
3.28(lR.n.). 2.90(lH.o). 2.l6(2H.a). l.89(2H. 
a). 1.89(2H.«). l.58(lH.ffl). 1.30(lH.n). 1.20 
(2H.a). l.l3(3H,d. J-7H2). l.08(lH.a). 0.96 



(IH.a). 0.87(3H. t. J = 7Hz).0. 78(3H.d. J = 7Hz). 
0.7 3(3H.d. J=6.5H2). 0 . 63(3H. d , J«6. 5Hz) . 

"»fMR(D«SO-d«.100yHz) 5 : i73.9(s). 172.4 
(s). 172. 0(s). 171. 6(s). 170. 3(s). 136,3(8). 
127. 0(s). 123.8(d). 120.9(d). 118.4(d). 
118.1(d). 111.4(d). irfl.7(fi). 55.6(d). 55.2 
(d). 52.S(t). 52.4(d). 47.4(d). 38,7(1). 
37.4(d). 30.3(t). 27.4(t). 26.9(t). 26.0(1). 
23.9(d). 22.5(q).22,l(q).l4.7(q). 14.4(q). 
U.5(q). 
7 i J ^9t^ : 

WS 7338 A(la9) ^ttif*. 0.2% 3-(2-7 i / 
X ^ ;l/ ) >r > K - A^.-^ ^©4N>i'>X/l/:t:>K 
(0.4«O T-1151C. 4 8 ^Rfltti;Jc5^W L /io 

Clu(l). Ala(l). Leu(l). allo-ICe(l), Trp(l) 
2 (Boc-0-Clu(0B2O-Ala-0PaciORja) 



Boc-D-Clu(OBzl)-OH(16.8?).HCl*H-AIa-OPac 
(U.0?)RaH0Bt(7.32?)O^{l:> ^ U 1^(200 
WSCD ^0*C-2?J[in;i, ii^^ 

^f^zaffi-e 3 ^F^MI^ L^co SIS 

xA/(300aC)A-'5»PI^^ tr. gJfflft^^ (19.19. 

80.4% ) ^mrz. 

m p 1 22-- 1 2 5'C. R f . : 0 . 7 2 ( K > -tf y : filp fif 
X^;U : fi^K. 20 : 20:1 . v/v) „ 

Hffi^J 3 (HCl-H-D-Clu(0B2l)-Ala-0PacCDKi^) 

nm^\2'Cmh,it^^ ( Boc-D-CluCOBzO-Aia- 
OPac) C 13.49) © h 7 A^sf o fil^K ( 5 0 aC) 
ir-7-;i/ (5«2) <D?§?at^;K?^TiB$F^fKlf 

mo ^ ^-i- >W.Saao\)^mi. S^^^ 1 0 
Boc-D-Trp(For)-D-Glu(OBzI)-AU-OPac ( Hffi 

NifiK© i^^r + -t^ >(i3.ooooi)'t)to^, m,^^^ 
I o^^pjistift. jdtEaesL^co eis^teiix- 
T^A^-c h ^ * h Lr^Sfl:^^ (3.469. 9 

9.7«)*fffc. m p 227- 229'C . Rf,|ia:0.27. 

HfifiC?!) 6 ( Boc-Leu-D-Trp(For)-D-Glu(0B2r)-Ala 
-OPacOKiS) 

Boc-Leu-OH( 1.309). HCl • H-D-Trp(For) -D-C I u 
(OBzO-Ala-OPac (II fi£ 6?*! 5 £D ffc ^ ^ ) ( 3.209 ) 
RC^HOBt (0.779) i;> f^;U:t:;l.A7 i K 

(80aC) T^ttlcWSC D ( 0.889) -fr 0 "C T? flD ^ 
A:. SlCza^i^^[^zaffi-C-KWI^ L y-cgfe. jSE 
r«®L/io iiat^:ftKx^;U ( 200aC) K/gH? 

i">A-c»£J»L. aEffaS5L/i« ^jg^ftKx^ 



?$Pfl^3-l30299(12) 

T- h ij ^ ^ U - h L rtSSfb^^ ( 1 1 . 79. 99.2 
%) ^f^^io m p 112-11 sr. R f.fiS : 0.49o 

^^^J 4 ( Boc-0-Trp(For)-D-Clu(OBzI)-Ala- 
OPac® SiiS) 

Boc-D-Trp(For)-0H(3.959)x HCl •H-D-GIu(OBzl) 
-Ala-OPac i%1Sim 3 CD ft^^ (5 . OO9) ) SCfBOBt 
(1.769)0 S.M-c; > ^;^:^;l/A7 ^ K ( 200aC) 
WSCD (2,0 29 ) ^S-OTCr-tox/io ^15 

KS^fl^/g^x^ A/ (SOOafl) fc/$ft?L, 5%1SK. 

iSfe^L. U^m^fk-r ^ 0 UX^^m. i^E«^ 
Ly-io ^S^fiTFlBJx^ ;K4 0 a«)i x--f ;t/(500 
H^f}^y?m^^L. eUSIb^^ ( 6.859. 85.6%) 
^r'fi^Co m p 176-l78ro R f . {ii : 0 . 72 ( 1 0 ^ 
^ ^^/-;U(0^oo:tr/UA/g?«) , 

5 (HCl-H-D-Trp(For)-D-Glu(OBzl)-AIa- 
OPacCO SfiS ) 

( lOOan X - -r ;t/ ( 200afi) »=> t . 

asa<l:'^^(3.899. 96.3%)'feff /io m p 160- 162 
T . R f ,{B : 0.80. 

^^fefiPfl 7 ( HCl 'H-Leu-D-T^p(Fo^)-D-Glu(OBzl)- 
Ala-OPac£Dffi!ig ) 

Boc-Leu-D-Trp(For)-0-Glu(OBzl)-Ala-OPac ( % 
ffli 6 CO ft^!^ . 3. SO9) O V 'J 7 D fflFiK(30 
afl) &Cf7-V-;U (3aO 0/$?«^^/^Tl^ 

K-:;>J•^i^ > ( lo.ooooi) *9^aSticUD;l, zS^^ 

x--r/l.-<? h y ^ ^ U-^ h L. {t^<^(3.209. 
98.896)^fi/i:„m p 108-U2'C . R f.ia : 0.4U 

MMM 8 (Boc-D-al!o-Ifie-Leu-D-Trp(For)-D- 
Glu(0Bzl)-Ala-OPacCO JiiS ) 

Bo<i-D-aMo-Ige'OH(0. 9669). HCl • H-Leu-D-Trp 
(For)-D-Clu(0B2l)-Ala-0Pac (l?J5£^| 7 <Oit^^, 
3.009) JSfcCf BOBt ( 0. 6I69) ® .X. X- y -^^ ;i/ 



?$naf 3-130299(13) 



A7 S K C80n2) ?&?«UW S CD ( 0,708?) ^ 0 

^Sfk^^ (3.44?. 93.53$) ^\%ft. mplTS-- 
1771C . R f,IS : 0.82. • 

mSEfi^iJ 9 ( Boc-D-allo-I«e-Leu-D-Trp(For)-D- 
Clu(OBzI)-AU-OH£D©it ) 

Boc-D-al lo-!Ce-Leu-D-T^p(For)-D-GIuCOBzl)- 
Ala-OPac 8 £Dft^^. 3.00?) -£:?(. N- 
>^;U + 4/Ari K(20aC)i:§^K(20aC)<OS^?« 
<C»ft9t. Z n ?l5(3.09)^Sza-^toxyio 

itEiilffit^io aig*x--r;K50aC)i n -'^^ 
>(lOOsfi)*-^»llfea UT.^ait^^ (2.52?. 
95.85K ) *^i/io m p 146- ISOIC . R f>fi : 0.49 

^LreSSfb^^ ( 669a?. 89.7%) ^f#fco 
m p 2941C (5^W) . R f ,® : 0.57o 

nm.m I 2 pD-al lo-lge-Leu-D-Trp-D-CU-Ala"i OSiit 

rj; ;i/ A r i K ( 30a2 ) I? L . 1 M;K ® ft :^ h 
'J ^ (8.48Rfi) ^r>K/^TJf)0;t /io RlCS^ 

7§ttU 5 5!$^K ( lOOflO RC^I^IKx^;!/ ( 200^2) 

■CiSt^ Ur ffiaffc^^ ( 433n?. 83.3JK) * . 
m p 268r (5>ft? ) 
FAB-aS D/2613(M*H)* 

CS^{a6l3.7S ( C »oH «,NoO »+ H ) 3 
R f © : 0.21 (CHCla : MeOH: : 28% 7 > * - 7 ;Jc 



(CHCU : MeOH : AcOH. 20:2:1. v/v)o 

HJ&ffil I 0 ( HCl-H-O-allo-Ifie-Leu-D-Trp(For)- 
D-Glu(OBzl)-Aia-OH©Si£) 

Boc-D-aMo-ICe-Leu-D-Trp(For)-D-Glu(0B2l)- 
Ala-OH (llJtee^ 9 cOfk^^. l.OO?) CD h y 7 ;U 
Jtofi^ge (25sfi) t7-V-;l/ (2.5b2) 

a. asic 4 NiSKco -:;?(-^'9->cn.8aC)^fia;^.. 

(833fl?. 89.9%)*f#/io mpl32-l36r. Rf* 
® : 0.36 (CHCU : MeOH : AcOH. 16: 1:1) « 

mSEfi^l 1 p D-a 1 1 0- ! ge-Uu -D-Trp(For) -D-C 1 u (GBz 1 ) -A 1 a-) 

HCl-H-D-ano-r«e-Leu-D-Trp(For)-D-Clu(0B2l) 
-Ala-OH ( UlteCfil I 0©{fc^^. 800a?)tHOBt 
(I. 38?) <0H.X-i^^^A'*;t/i.7i K (1000 jrtf) 

WSCD • HC 1 (I. 56?) aCFWSC 
D (317b?) -Sr^^^Tttlx. ^iCzi^*^^ I 0 

7&?dE, 12:.4:l) 

[ a ] D**- 7.0' ( c 1.0 DHSO) « 

(a)mSS(*)SSiSa : 

/U^Ctt (Pel-Freez 'Biolog i ca I s) i^Wi^ h K 

aR(5 0?)^fl9i«t. igU^ia^^R^ffet, (i* 
❖ T?;fflt^L. (0.25M^|@. 50inU 

h y X - HCl. O.loB E0TA-4Xa) 100n2c?3rK V h o 
> (YAMATO UUra-Disperser MODEL LK-21) "e 
KfkL/-Co 4 2d5^F^10.000 

ioo.ooo?-z?ja4:*5>fli f§ a; u h^iaig 

^ U V h *^>^ffla3f« C SOoB h X - HCI. 
lOOoBNaCI. 5 iaU BgClt, 7 x x A/ > ^ ;l/ X A/ rt: 
xA/7 A/^r 'J K (PMSF) 1.5;i?/»C. /< •> h 7 ■> 



^ > s n9y*^, 0. 1% *t> •> £0 ifliTff 7 ;u y ; y 

(BSA) . p H7.5] 50 n^tp Iz n iB^S L tz o 

(b)ifig»JS(c5tt'r 5 »'* I - X > K-tr > - I i 
"M - x>K-tr'J >-2c0^^5>^ : 

' • M - X V K »; > - I * (i ' « M - x > K 
•t';>-2(i.67xio-"ji) (ry;i/*>*A. 

: 2000Ci/«(nol) 5> ffl S W 4> © 
fiRffi.tt^S O/ifii ^fe(::S$^$a 250*£g-C^za (20 

-22-c) -ee o^^'jY^ + ^K - hty-co 

^ ^ - ( Cel I Harvester. ^7 V-r-rt/ll-24S) ^ 

K'J X -HCl. PB7.S) ±3 I O^j^i^Ltto 

^x>/<- (organ chanbers) ic H 85 L . 3 7r 
*ff^L. 9 5 ^ O ,/ 5 $K C O ,£DS^:iyx 

X > K-fe y > ( 3.2X 10--1I) tc J: 0 n/:: 
Oi^:*^iO:*Ci(lSR®©ffiiC§:|cJ^t'i:wS 7338^ 
'SrxXhtAio ^fi^xVK-tr'; >ii'<7'^K < 
> ;^ T- ^ r- - h fctC^XPeptide Institute Inc. 

t /io x>K-lrV>icJ:0±JlKffi 
(CS^-SrK^L/iSiWS 7338^ Sax. /c, 

W S 7338^®©7gttS:{t, x>K-b'JyicJ; 

3P^ 5 ^ ,T 1- . 

(>:* T ^ ) 



IB ¥3-130239 (14) 

IP 4 « T'rf' ©:^«lflRjBicfi-C* I - x> K-tr 
^tcjtt^i WS 7338^acaf^ffl . 





. 1 Co CM) 


»»M -x>K-tf y >- I 


"M -x>K-fey >-2 


WS7338A^fi 


9.3X10-"' 


2.3X10" 




2.7X10-' 


4.8X10-' 



©ISU^rt^iWS 7 33865 fl^ffi 

ot*-f (ryu try a. It. i i is<^) -s-sssfe^ 

( 2«trt3 X.2 5 ica»f t /i, I&I^J&m^K^ 

^-tt Cll3nM KaCl, 4.8aH KCI. 2.2aH CaCl,m. 
1.2bV KgClt. 2SaU ffaHCO,. I.2aU EH«PO«, 
5.5iM -X.) ^Att/i 2 5 niOi^-ifj^ 

x>K-tt;>g|%0 -9-4^0 flfSi^:^ Id SK 
<^>4Kffi ^J^lcitt-r^WS 7338^ifOflPM 



W S 7338<glff O X > K-fe y.>®«JWlCS:(cJtt-r ^ 

a« CM) Raihf^ffl ( % ) 

WS 7338A^Sr 

lxiO-» 40 
IX 10'* 6.5 



W S 7338B 
1 X 10-' 
IX iO-« 
IX 10' 



25 . 9 
10.4 
6.4 
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!$l!a ¥3-130299 (15) 



@Int.Cl.' "' i 

C 12 P 21/04 
// A 61 K 37/24 



(C 12 N 1/20 
C 12 R 1:465) 

(C 12 P 21/04 
C 12 R 1:465) 

C 07 K 99:00 

@^ m ^ m 
m ^ m 



X 8214-4B 

ABN 

ABU 8615-4C 
ACF 



m. s sEi^!i.o<tfmm3t^3-i7- 1 
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